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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration

21 CFR Part 358

[Docket No. 82N-0214]

Dandruff, Seborrhelc Dermatitis, and

. Pseriasis Drug Products for Over-the-
Counter Human Uss; Tentative Final

Monograph

AGENCY: Food and Drug Administration.

* AcTion: Notice of proposed rulemaking.

sumMaRY: The Food and Drug
Administration (FDA) is issuing a notice
of proposed rulemaking in the form of &
tentative final monograph that would
establish conditions under which over-
the-counter {(OTC} dandruff, seborrheic
dermatitis, and psoriasis drug products
are generally recognized as safe and
effective and not misbranded. FDA is
issuing this notice of propesed
rulemaking after considering the report
and recommendations of the Advisory
" Review Panel on OTC Miscellaneous
External Drug Products and public
comments on an advance notice of
proposed rulemaking that was based on
those recommendations. This proposal
is part.of the ongoing review of OTC
. drug products conducted by FDA.
DATES: Written comments, objections, or
requests for oral hearing on the
proposed regulation before the
Commissioner of Food and Drugs by
September 28, 1986. New data by July 30,
1887, Comments on the new data by
September 30, 1987. These dates are
consistent with the time periods
specified in the agency’s revised
procedural regulations for reviewing and
classifying OTC drugs (21 CFR 330.10].
Written comments on the agency’s
economic impact determination by -
November 28, 1986.

ADDRESS: Written comments, objections,

new data, or requests for oral hearing to
the Dockets Management Branch (HFA~
305), Food and Drug Administration, Rm.
4-62, 5600 Fishers Lane, Rockville, MD
20857,

FOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Center for Drugs
and Biologics (HFN-210), Food and Drug
Administration, 5600 Fishers Lane,
Rockville, MD 20857, 301-295-8000.
SUPPLEMENTARY INFORMATION: In the
Federal Register of December 3, 1982 (47
FR 54646), FDA published, under

§ 330.10(a)(8) {21 CFR 330.10{a}{6)}, an
advance notice of proposed rulemaking
to establish a monograph for OTC
dandruff, seborrheic determatitis, and
psoriasis drug products, together with
the recommendations of the Advisory
Review Panel on OTC Miscellaneous

External Drug Products {Miscellaneous
External Panel), which was the advisory
review panel responsible for evaluating
data on the active ingredients in these
drug classes, Interesied persons were
invited to submit comments by March 3,
1983. Reply comments in response to
comments filed in the initial comment
period could be subimitted by April 4,
1983. :

In a notice published in the Federal
Register of February 8, 1983 (48 FR 5762},
the agency advized that it had extended
the comment period until April 4, 1983,
and the reply comment period to May 4,
1983, on the advance notice of proposed
rulemaking for OTC dandruff,
seborrheic dermatitis, and psoriasis drug
products to allow for consideration of
additional data and information.

In accordance with § 330.10{a)(10), the
data and information considered by the
Panel were put on public display in the
Dockets Management Branch (HFA~-
305}, Food and Drug Administration
{address above), after deletion of a
small amount of trade secret
information.

‘In response to the advance notice of
proposed rulemaking, 11 manufacturers,
4 trade associations, 6 universities and
foundations, and 5 health professionals
submitted comments. Copies of the
comments received are on public
display in the Dockets Management
Branch. '

In order to conform to terminclogy
used in the OTC drug review regulations
{21 CFR 330.10), the present document is
designated as a “tentative final
monograph.” Its legal status, however, is
that of a proposed rule. In this tentative
final monograph {proposed rule) to
establish Subpart H of Part 358 {21 CFR

" Part 358 Subpart HJ}, FDA states for the

first time its position on the

. establishment of a monegraph for OTC

dandruff, seborrheic dermatitis, and
psoriasis drug products. Final agency
action on this matter will occur with the-
publication at-a future date of a final
monograph, which will be a final rule
establishing a monograph for OTC
dandruff, seborrheic dermatitis, and
psoriasis drug products,

This proposals constitutes FDA’s
tentative adoption of the Panel’s
conclusions and recommendations on
OTC dandruff, seborrheic dermatitis,

and psoriasis drug products as modified |
. on the basis of the comments received

and the agency’s.independent
evaluation of the Panel’s report.
Modifications have been made for -
clarity and regulatory accuracy and to
reflect new information. Such new
information has been placed on file in
the Dockets Management Branch
{address above). These modifications

are reflected inthe following summary
of the comments and FDA’s responses to
them. -

The OTC procedural regulations {21

" CFR 330.10) now provide that any

testing necessary to resolve the safety or
effectiveness issues that formerly
resulted in a Category Il classification,
and submission toc FDA of the results of
that testing or any cther data, must be
done during the OTC drug rulemaking
process before the establishment of a

. final monograph. Accordingly, FDA will

no longer use the terms “Category I
{generally recognized as safe and
effective and not misbranded),
“Category II” {not generally recognized
as safe and effective or misbranded),
and “Category III” {available data are
insufficient to classify as safe and
effective, and further testing is required)
at the final monograph stage, but will
use instead the terms “monograph
conditions” (old Category I) and
“nonmonograph conditions” (old
Categories II and III). This document
retains the concepts of Categories I, IT,
and 1II at the tentative final monograph
stage.

The agency advises that the

-conditions under which the drug

products that are subject to this
monograph would be generally
recognized as safe and effective and not
misbranded (monograph conditions) will
be effective 12 months after the date of
publication of the final monograph in the
Federal Register. On or after that date,
no OTC drug product that is subject to
the monograph and that contains a
nonmonograph condition, i.e., a
condition that would cause the drug to

. be not generally recognized as safe and

effective or to be misbranded, may be
initially introduced or initially delivered
for introduction into interstate
commerce unless it is the subject of an
approved application. Further, any OTC
drug product subject to this monograph
that is repackaged or relabeled after the
effective date of the monograph must be
in compliance with the monograph
regardless of the date the product was
initially introduced or initially delivered
for introduction into interstate
commerce. Manufacturers are
enceuraged to comply voluntarily with
the monograph at the earliest possible
date.

If the agency determines that any
labeling for a condition included in the
final monograph should be implemented

‘'sooner than the 12-month effective ‘date,

a shorter deadline may be established.
Similarly, if a safety problem is
identified for a particular nonmonograph
condition, a shorter deadline may be set
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for removal of that condition from OTC
drug products.

All “OTC Volumes” cited throughout
this document refer to the submissions
made by interested persons pursuant to
the call-for-data notices published in the
Federal Register of November 18, 1973
(38 FR 31697} and August 27, 1975 (40 FR
38179} or to additicnal information that
has come to the agency’s attention since
pubiication of the advance notice of
proposed rulemaking. The volumes are
on public display in the Dockets
Management Branch.

1. The Agency’s Tentative Conclusions
on the Comments

A. General Comments.

1. Ozne comment urged that the agency
recognize the legal status of the
monographs issued under the OTC diug
review as interpretive rather than
substantive regulations.

The agency addressed this issue in
paragraphs 85 through 91 of the
preamble to the procedures for
classification of OTC drug products,
published in the Federal Register of May
11, 1672 (37 FR 9464) and in paragraph 3
of the preamble te the tentative final
monograph for antacid drug products,
published in the Federal Register of
November 12, 1873 (38 FR 31260). FDA
reaffirms the conclusions stated there,
Subsequent court decisions have
confirmed the agency's euthority to
issue substantive regulations by
rulemaking. See, e.3., Nationa!
Nuiritionai Foods Association v,
Weinberger, 512 F.2d 688, 686-88 (2d Cix.
1875} and National Association of
Pharmaceutical Manufacturers v. FDA,
487 F. Supp. 412 (S.D.N.Y., 1080), affd,
637 F.2d 887 (2d Cir. 1981).

2. Noting the Panel’s discussion of the
microbiology of dandruff and the Panel's
conclusion that there is not a definite .
correlation between the presence of the
yeast Pityrosporum ovale (P. Ovale} and
the development of dandruff (47 FR
54853), one comment cited four articles
{Refs. 1 through 4) which were not
available to the Panel and which add

additional information for consideration. )

The agency has reviewed the articles
and determined that they offer no
reason for the agency to disagree with
the Panel’s conclusion. Imockawa,
Shimizo, and Okamoto (Ref. 1) reported
that the use of zinc pyrithione produced
a decrease in P, ovale corresponding to
a reduction in dandruff, but that in the
absence of treatment, dandruff returned
even though the reduction in P. ovele
persisted. S

Idson {Ref. 2] states that “antidandruff
agents owe their success to further
qualities than only antimicrobial

properties.” Aron-Brunetiere,
Dompmartin, and Drouhet {Ref. 3)
reported that while their study would
seem to establish a causal relationship
between fungal infestation and dandraff,
their results ware not conclusive.

Belew (Ref. 4] theorized that there iz a
possible pathogenic sequence by which
P. ovale and ceriain cther yeasts could
activate the body’s immune system, but
that the association of these microbial
activators with scaling disorders in
bumans merits future regearch and
consideration,

The agency concurs with the Panel
that aithough there may be an
association between the presence of P.
ovale and dandruff, a definitive
correlation has not been established,
The Panel recommended that
antimicrobial agente be judged on their
own merit with respect to control of
dandruff (47 FR 5¢854). The agency
concurs. If such agents ars shown in
well-controlled double-blind clinical
studies to be effective in controlling
dandmff and are recognized as safe for
OTC use, they will be placed in
Category L. Such classification should
not itself be taken as proof of any
particular causal relationship in the
treatment of dandruff, however, because
an ingredient may be capable of acting
ir: more than one therapeutic manner.
For example, an antimicrobial might
also have keratolytic or cytostatic
properties. {See 47 FR 54554.)
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3. Cne comment contended that
shampoo and other hair care predunts
represented only to remove loose flakes
of dandruff are cosmetics, not drugs,
and are not subject to this relemaking,
Citing statements in two letters issued
by the agency (Refs. 1 and 2) and FDA’s
Compliance Program Guidance Manual
for fiscal year 1880 {Ref. 3), the comment
contented that mere use of the word
“dandruff” in the context of a truthful
label claim that a cosmetic shampoo or
other hair care preduct will “remove
loose flakes of dandruf?” from the hair .
cannot convert the product to a drug.

The comment requested that the
monograph for OTC dandruff products
be modified to include the siatement
*“This menograph does not apply to a
shampoo or other hair care product that
is represented, insofar as dandroff is
concerned, solely to clean the hair and

‘scalp of loose dandruff scales or flakes.

Such a product is subject to regulation
only as a cosmetic and not a drug.”

A reply comment disagreed strongly
with the above comment, expressing the
opinion that agency officials were
incorrect in the cited letters which
supported use of the term “dandruil” in
cosmetic labeling. This reply comment
stated that FDA’s 1883 Compliance
Program Guidance Manual (Ref. 4)
“makes no reference to dandruff and
may be properly considered as a
revocation of the earlier comment.” This
comment pointed out that no medical
authority has been cited to support the
use of the term “dandruff” in cosmetic
preducts,

A second reply comment restated and
supported the original comment'’s
arguments that although claims for the
“prevention” or “contrsl” of dandruff
are drug claims, claims that merely refer
to "washing away loose flakes of
dandruff” are mere cosmetic claims.
This reply comment went on to point out
that the first reply comment cited no
authority in disagresing with the letters
by agency officials (Refs. 1 and 2} cited
in the original comment. This reply
comment maintained that no change in
agency position (Ref. 3) on the cosmetic/
drug status of the term “dandruff” was
suggested or implied by the “silence” on
the term “dandruff” in the 1983 manual.

The agency agrees-with the original
comment that the mere use of the word
“dandruff” does not automaticaily
render a shampoo or other hair care
product subject to regulation as a drug,
The Federal Food, Drug, and Cosmetic
Act defines a “drug” as an article
“intended for use in the diagnosis, cure,
mitigation, treatment, or prevention of
disease . ... {or} intended to affect the
structare or any function of the body.
<+ . (See 21 US.C. 321{g){1} (B} and (C).}
A “cosmetic,” on the other hand, ig
defined as an article intendad to be
“applied to the human body . . . for
cleansing, beautifying, promoting
attractiveness, or altering the
appearance.” {See 21 U.8.C. 821{1}{1).)
The product's intended useé, therefore,
determines whether it is 2 "drug,” a
“cosmetic,” or both. This intended use
may be inferred from the product's
labeling, promotional material,
advertising, and any other relevant

“factor. See, e.g., Nationa! Nutritional

Foods Association v. Mathews, 557 F.2d
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- 325, 334 (2d Cir. 1977). When the use of
the term “dandruff” deals only with
appearance and not with the treatment
or prevention of the underlying disease
condition, as in the context thata
product removes loose flakes of
dandruff or cleans the hair of dandruff
flakes or scales, the product is cosmetic
in-nature. This position is clearly and
correctly stated by the agency in the
letters cited by the original comment
{Refs. 1 and 2).

Any use of the term dandruff that
would make or imply a claim for the
prevention, control, or treatment of
dandruff beyond the simple mechanical
removal of flakes and scales would, of
course, render the product a drug.
Examples of claims that would cause a
hair care product to become a drug
include terms such as “antidandruff,”
“dandruff control shampoo,” “dandruff
treatment,” or “prevents dandruff.” The
agency further concludes that the
differences between drug and cosmetic
claims are sufficiently clear that the
statement requested by the first
comment is unnecessary.

References
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{2) Letter from R. C. Wetherell, Jr., FDA, to
Senator J. K, Javits, May 16, 1979, in OTC
Volume 16MTFM.

{3) FDA Compliance Program Guidance
Manual, Program 7329.001, Chapter 28,
Cosmetics, 1980, copy included in OTC
Velume 16MTEM.

(4) FDA Compliance Program Guidance
Manual, Program 7329.001, Chapter 29,
Cosmetics, 1983, copy included in OTC
Volume 16MTFM.

4, One comment stated that the
Panel's recommended requirements on
the drug uses of various ingredients
should not establish requirements or
inferences for cosmetic uses of the -
ingredients. The comment cited menthol,
. ‘methyl salicylate, and captan as
ingredients that are regularly used in
cosmetics, but which lack sufficient
evidence of effectiveness to permit their
classification as Category I ingredients
for control of dandruff. ‘

The comment urged the agency to
include a statement that the OTC drug
monograph will “cover only the drug use
of the active ingredients listed therein”
and that “the concentration range,
limitations, warnings, and directions
established for these ingredients in the
monograph will not apply to the use of
the same ingredients in products
intended soley as cosmetics.” The
comment pointed out that a similar
statement was included in the preamble
to the tentative final monograph for
OTC skin protectant drug products,

published in the Federal Register of
February 15, 1983 {48 FR 6820).

OTC drug rulemakings cover only the
drug use of certain active ingredients.
The concentration range, limitations,
warnings, and directions established in
an OTC drug monograph do not apply to
the cosmetic use of ingredients, such as
menthol, methyl salicylate, and captan
when used in products labeled solely as
cosmetics. However, if a product is
intended for both drug and cosmetic use,
it must conform to the requirements of
the final OTC drug monograph.

The agency believes that the
statement requested by the comment,
i.e., that the monograph will “cover only
the drug use of the active ingredients
listed therein” is unnecessary because
§ 358.701(a) (Scope) and § 358.703

- {Definitions) clearly limit the coverage

of the monograph to drug products and
do not apply to cosmetics. (See comment
3 above.} ’

In the preamble to the tentative final
monograph for OTC skin protectant drug
products, the agency proposed that the
term “drug” be substituted for “agent”
as a clarification of the scope and
definition of a skin protectant {48 FR
6822 to 6823). Because the term “drug”
has already been included in the scope
and definition sections of the Panel's
recommended monograph for OTC
dandruff, seborrheic dermatitis, and
psoriasis drug products, no change is
necessary in those sections of the’
present tentative final monograph.

B. Comments on Active Ingredients

8. Numerous comments objected to
the Panel’s Category Il classification of
coal tar preparations for use on the
body. The comments noted that
although the Panel was interested in
long-term prospective studies in order to
resolve theoretical concerns regarding
the carcinogenic potential of coal tar
products, it was clearly the Panel’s
intent for these preparations to remain
available over-the-counter. Several
comments also stated that data from 25-
year retrospective studies on the safety
of coal tar were presented fo the Panel,
but that the Panel did not adequately
consider these data in its final report.
The comuments stated that the results of
these studies, which have now been
published {Refs. 1 and 2), provide
reassurance that the clinical use of coal
tar does not significantly alter the
frequency of neoplasms.

Several comments ciied additional
publications that were not available to
the Panel as further support for the
safety of coal tar preparations (Refs. 3
through 6). One comment noted that
although one recent study {Ref. 7)
showed an increase in cancer rates in

certain patientstreated with coal tar,
the study population was also receiving
8-methoxypsoralen photochemotherapy,
which in itself may be a carcinogen or
malignancy promoter.

One comment stated that the benefits
of using coal tar in treating psoriasis far
outweigh any theoretical risk or the
risks associated with currently available
alternative therapies. One comment
suggested that any theoretical risks
counld be adequately handled by label
warnings. The comment recommended
labeling that would: (1) advise
consumers to consult a physician every
6 months while using these products;
and {2) advise consumers not to
combine the use of products containing
coal tar with other forms of therapy,
such as ultraviolet radiation, unless
directed by a physician.

Based on the available data and
information, the agency concludes that
coal tar preparations can be generally
recognized as safe and effective for OTC
use in controlling dandruff, seborrheic
dermatitis, and psoriasis of the scalp or
body.

As the Panel discussed in its report, it
is well-established that coal tar contains
substances that possess carcinogenic
properties {47 FR 54657). Although there
are reports in the literature regarding the
development of neoplasms in patients
who have had a history of coal tar-use
(Refs. 7 through 12), the reports are
sporadic and are complicated by the
fact that the patients were often
exposed to multiple treatments,
including ionizing radiation, arsenic, and
ultraviolet radiation, as well as coal tar.
The agency recognizes the difficulty in
drawing definitive conclusions regarding
coal tar from these studies.

Since the Panel completed its review
of coal tar, two 25-year refrospective
studies on coal tar use have been
published in the literature (Refs. 1 and
2). One study included 260 patients with
psoriasis who were hospitalized and
treated with crude coal tar and
ultraviolet radiation and who
subsequently used coal tar preparations
to control their psoriasis (Ref. 1). The
other study included 305 patients with
atopic dermatitis and neurcdermatitis
who were hospitalized and treated with
coal tar and utltraviolet light (Ref. 2).
The use of coal tar products after initial
treatment varied in this study from none
to daily use for 26 years. In both studies,
groups were compared by examining
multiple characteristics that may have
affected eventual cutcome. In neither
study was the number of patients in
whom skin cancer developed
significantly different from the expected
incidence for selected populations of the
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United States. Others have reporied
similar results (Refs. 3 through &).
Although none of these studies can be
used to conclude definitively that the
therapeutic use of coal tar is totally free
of carcinogenic risk, they do provide
adequate evidence that the rigk, if it
does exist, is relatively small. The
agency also recognizes that the risks
associated with coal tar use are less
than the risks associated with
alternative forms of pecriasis therapy.
The agency believes that ths bensfits
to be derived from the uee of coal tar
outweigh the potential risks. Therefore,
the agency is proposing that coal tar
preparations be reclassified in Category
1 in this tentative final monograph,
However, because the potential risks
cannot be totally dismissed, the agency
agrees with the one comment that the
labeling of coal tar products should
advise consumers not to uss these
products for prolenged periods of tims
without consulting a physician and not
to use other forms of psoriasis therapy
with coal tar unless directed by a
doctor, Therefore, the following
warnings are being proposed in the
tentative final monograph: (1} “Do not
use for prolonged periods without
consulting a doctor.” and (2) “Do not use
this product with other forms of
psoriasis therapy such-as uliraviolet
radiation or prescription drugs unless
directed to do so by a doctor.”
Although coal tar preparations are
being proposed as Category I in this
tentative final meonograph, the agency
" advises that if new data become
available demonstrating that use of coal
tar preparations is associated with a
significant risk of skin cancer, FDA will
reexamine this classification in
preparing the final monograph.
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8. Two comments questioned the
doaage range for coal tar solution in
shampoos, One comment pointed gut
that coal tar solution is at most 20
percent coal tar USP, snd that the
Panel’s recommended lower dosaga
limits of coal tar USP (0.5 percent) and
coal tar solution (2.5 percent) reflect this
relationship, but that this § to 1 ratio is
not reflected in the upper dosage limit of
5 percent recommended by the Panel for
both preparations. The comment
suggested that the upper dosage limits
be adjusted to reflect this relationship
and recommended that 15 percent coal
tar solution and 3 percent coal tar USP
be used. The second comment stated
that, at its 37th meeting, the Panel
discussed and approved a number of
marketed concentrations of coal tar
solution shampoos including a 7.5
percent dosage, but that the advance
notice of proposed rulemaking contains
an upper Hmit of 5 percent coal tar
solution. The comment asserted that the
Panel intended to include the 7.5 percent
coal tar solution in its recommendation
for Category I dosages and requested
that this dosage be included in the
proposed rule.

The agency believes that the Panel
based its concentration ranges for coal
tar preparations on data submitted for
marketed products and not on any
Particular relationship between coal tar
and coal far solution, Although the
comment is correct that coal tar solution
USP is at most 20 percent coal tar USP,
the agency does not believe that the
concentration ranges for coal tar and
coal tar sclutions should be based solely
on this relationship. In determining the
appropriate concentration limits for coal
tar preparations, the agency has
considered the comments filed by the

Joint Industry Coal Tar Committee

- {JICTC) (Ref. 1) and is proposing in

comment 7 below to redefine the
cencentration ranges of coal tar
preparations in terms of the relative coal
tar content. These proposed revisions
will also provide for the higher
concentration coal tar solution product
requested by the one comment.

Reference

{1) Report of the Joint Industry Coal Tar
Commitiee, Comment 00021, Dockat No,
82N-0214, Dockets Management Branch,

7. One comment sbjscted to the
Panel's discussion of the chemistry of
coel tar &t 47 FR 54886, The comment
stated that, while some recent
references were ciied, statements
relating to descriptions of coal tar
fractionization rely on old references
even through more recent information
was available to the Panel, The
comment stated that the submission by
The Proprietary Assceiation {Ref. 1) that
was presented to the Panel at its last
meeting provided a more appropriate
description of coal tar, but that this
submission was not addressed by the
Panel. Another comment also endorsed
The Proprietary Association submission
stating that submission incladed a
proper definition of coal tar USP and its
sclutions, fractions, and extracts. The
comunent also provided information
comparing its special coal tar extract to
coal tar topical solution, USD, and
contended that the two extracts have
similer properties in spite of
manufacturing differences,

A third comment submitted the
interim report of the JICTC (Ref. 2)
describing the industry’s efforts in
developing more definitive
specifications for medicinal coal tar as
opposed to tars used for gther purposés.
The comment suggested that medicinal .
coal tar be defined as the tar obtained
as a byproduct during the destructive
distillation bituminous coal at
temperatures in the range of 900° C to
1100° C. The comment stated thet
specifying the carbonization
temperature would insure a more
uniform coal tar because the
composition of the tar is dependent on
the carbonization temperature used, The
comment alse noted the ICTC's
intention to present its ‘
recommendations regarding coal tar
standards to the USF as soon as its
work is completed. )

" After reviewing the available data,
the agency acknowledges that, due to
the complex chemistry of coal tar and its
extracts and distillates, specifications
additional tc those recommended by the
Panel and those contained in the USP
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XX1 may be necessary for describing
these products in the monograph.

Based on the JICTC report (Ref. 2), the
agency believes that for proposes of the

OTC drug monograph, coal tar should be -

defined as “the tar used for medicinal
purposes that is obtained as a byproduct
during the destructive distillation of
bituminous coal at temperatures in the
range of 860 °C to 1100 °C. It may be
further processed using either extraction
with alcohol and suitable dispersing
agents and maceration times or
fractional distillation with or without
the use of suitable organic solvents. The
concentration of the coal tar portion of
the final product should be in a relative
concentration range of 0.5 to 5 percent
coal tar.” The agency believes that this
definition reflects the coal tar that is
currently being used for medicinal
purposes and will provide for sufficient
flexibility in the marketing of coal tar
products because coal tar sclutions and
coal tar extracts in final formulation are
essentially similar in that they contain
the same relative concentration of coal
tar and exhibit little difference in
therapeutic activity. The agency invites
specific comments on these proposed
coal tar specifications. The agency
commends the industry’s efforts in
developing more definitive
specifications and urges their continued
involvement and cooperation in assuring
adoption of more definitive
specifications for inclusion in the USP.

References

{1) Unpublished data, Comment C00020,
Docket No. 82N-0214, Dockets Management
Branch. '

(2) Report of the Joint Industry Coal Tar
Committee, Comment C00021, Docket No.
82N-0214, Dockets Management Branch.

8. One comment contended that 1
percent selenium sulfide is safe and
effective for the treatment of seborrheic
dermatitis of the scalp as well as for
dandruff. The comment submitted a
study in which 1 percent selenium
sulfide shampoo was used by 10
patients with seborrheic dermatitis {Ref.
1). The comment stated that the
National Academy of Sciences/National
Research Council (NAS/NRC) Drug
Efficacy Study Group and FDA
recognized a 2.5-percent concentration
of selenium sulfide as safe and effective
for seborrheic dermatitis. (See the
Federal Register of July 17, 1971; 36 FR
13288.) The comment also noted that the
Panel clearly stated in its report that
“ingredients effective in relieving the
symptoms of dandruff will also relieve
the symptoms of seboitheic dermatitis”
{47 FR 54655).

The Panel placed a 1-percent
concentration of selenium sulfide in

Category Iil for the OTC treatment of
seborrheic dermatitis of the scalp
because it was not aware of data to
demonstrate that the 1 percent
concentration effectively controls
seborrheic dermatitis. However, the
study by Jean et al. {Ref. 1) submitted by
the comment demonstrates clinically
significant improvement in 9 out of 10
patients with medium-severe to severe
seborrheic dermatitis during the course
of a 30-day treatment period, This study,
designed as a safety study,
demonstrated no adverse effects and no
statistically significant increase in
plasma and urinary levels of selenium
and also demonsirated the effectiveness
of 1 percent selenium sulfide in
controlling seborrheic dermatitis.

In view of the results of this study the
agency is proposing Categery I status for
1 percent selenium sulfide for seborrheic
dermatitis. ,

Reference

{1} Jean, Y., et al,, “Plasma Levels and
Urinary Excretion of Selenium After
Application of a 1% Selenium Sulfide
Shampoo to Patients with Seborrheic
Dermatitis,” Selenium in Biology and
Medicine, *Proceeding of the International
Symposium 2nd, 1980,” pp. 422-426, 1981.

0. One comment stated that the Pane},
in making its recommendations on the
safety and effectiveness of a 2- to 5-
percent sulfur preparation for the
treatment of dandruff, based its
conclusions on the interim report of an
8-week stady (Ref. 1). The comment
submitted the final report on that 8-
week study (Ref. 2} and pointed out that
the results confirm that a 2- to 5-percent
concentration of sulfur in a shampoo
dosage form is superior to shampoo
alone in the treatment of dandruff, The
comment added that the final report
contained the additional finding that 5
percent sulfur shampoo was statistically
superior to 2 percent sulfur shampoo in
the treatment of dandruff. The comment
also asserted that the Panel in its
discussion of the interim report on this
study erroneously stated that
corneccyte counts were made, when in
fact, no corneocyte counts were
performed in this study.

The agency acknowledges the
erroneous mention of corneocyte counts
in connection with the interim report on
this study. The Panel concluded that
sulfur is safe and effective in
concentrations of 2 to 5 percent for OTC
topical use for controlling dandruff. The
final report (Ref. 2) further confirms the
Panel's conclusions.

References

(1) Melizer, N., Presentation at 42d Meeting
of the Advisory Review Panel on

Miscellaneous External Drug Products, -
November 7, 1980.

(2) Rapaport, M., unpublished study
IRSI208HCO880, Comment C0019, Docket No,
82N-0214, Dockets Management Branch.

10. Two comments asserted that the
concentration ranges for pyrithione zinc
recommended by the Panel in § 358.710
{e) and (f) must be related to specific
product forms because as currently
stated any of the concentrations could
be used in a hairgroom or in a shampoo.
The comments stated that it was clearly
the Panel’s intention that “. . .
preparations containing 1 to 2 percent -
zinc pyrithione in a shampoo and 0.1 to
0.25 percent zing pyrithione in a
hairgroom are effective in controlling
dandruff and seborrheic dermatitis” (47

FR 54666).

The comments requested that the
concentration ranges for pyrithione zinc
be clearly designated as specific product
forms to avoid confusion.

The agency agrees that clarification of
the monograph is necessary. The
tentative final monograph designates the
higher concentration range cf pyrithione

zinc for produét formulations that are

intended to be applied and then washed
off after brief exposure and the lower
concentration range for product
formulations that are intended to remain
on the skin or scalp.

11. One comment requested that the
lower limit of the concentration range
for pyrithione zinc in dandruff shampoos
be changed from 1 percent to 0.95
percent, The comment pointed ocut that
this slight adjustment in the minimum
concentration would permit
manufacturers to produce a single
formulation for both United States and
international markets. The comment
explained that some countries, e.g.,
Germany, permit the sale of pyrithione

-zinc only at dosage levels of “less than

one percent.” To support its request, the
comment submitted a 35-day clinical
study of the effectiveness of a shampoo
containing 0.95 percent pyrithione zinc
(Ref. 1).

The data submitted by the comment
show that the 0.95-percent pyrithione
zinc shampoo formulation produced -
significant improvement in the patients’
conditions as measured by degree of
scaling and by corneocyte counts. In
addition, the agency notes that the
requested change in concentration is
very slight, is not apt to cause any
decrease in product effectiveness, and-
will allow for manufacturers to market a
single product that could be sold both in
the United States and in foreign
markets: Therefore, the agency is
proposing in this tentative final
monograph that the lower limit of
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pyrithione zinc be changed from 1.0
percent to 0.95 percent.

Reference

(1} Uhpublished study, Comment C0017,
Docket No. 82N-0214, Docket Management
Branch.

12. One comment questioned the
validity of the Panel’s conclusions that
borate preparations are not safe for the
treatment of dandruff and seborrheic
dermatitis, The comment noted that
products reviewed by the Panel
contained only 0.5 percent boric acid or
0.47 percent sodium borate and
expressed the opinion that the Pane}
based its conclusions on predetermined
opinion without objectively evaluating
literature findings or considering the
concentrations of boric acid and sodium
borate used in dandruff preparations.

The comment stated that the LD in
rats is over 3,100 milligrams per
kilogram (mg/kg) for either boric acid or
sodium borate. The comment called
attention to a 2-year feeding study on
rats and dogs by Weir and Fisher that
apparently was not considered by the
Panel (Ref. 1}. The comment requested
the agency to reevaluate the Panel’s
conclusions on the safety of boric acid
and sodium borate, '

The agency has reviewed all available
data on borates including the reports of
other OTC panels. The Advisory Review
Panel osn OTC Contraceptives and Other
Vaginal Drug Products, after studying
the problem of borate absorption
through vaginal tissue, concluded in
both its report on OTC vaginal
contraceptive drug products, published
in the Federal Register of December 12,
1980 (45 FR 82014), and its report on

OTC vaginal drug products, published in

the Federal Register of October 13, 1983
(48 FR 46694}, that boron compounds
were safe for use in the vaginal area in
concenirations of up to 1 percent as
preservatives. {See 45 FR 82042 and 48
FR 46712} The Advisory Review Panel
on OTC Ophthalmic Drug Products
concluded in this report, published in
the Federal Register of May 6, 1980 (45
FR 30002}, that borates were safe for use
in infected eyes at up to 5 percent
concentrations. {See 45 FR 30029.) The
Advisory Review Panel on OTC
Antimicrobial I Drug Products
concluded in its report on OTC topical
antifungal drug products, published in
the Federal Register of March 23, 1982
(47 FR 12480), and in its report on OTC
topical acne drug products, which was
published the same day (47 FR 12436},
that borates were safe for topical
application at up-to 5 percent
concenirations. (See 47 FR 12528 and 47
FR 12452.)

Based on the above Pane] reports as
well as its own review of the data, the
agency concludes that there is ample
evidence to support the safety of up to 1
percent concentration of borates for
OTC use in dandruff and seborrheic
dermatitis preparationa, Although the
agency believes that the safety of
borates in concentrations used in oTC
dandruff and seborrheic dermatitis drug
produects {up to 1 percent) has been
adequately demonstrated, the
effectiveness of these compounds for the
treatment of those conditions has not
been demonstrated. Therefore, the
agency concludes, that in concentrations
of 1 percent or less, boric acid and
sodium borate are considered Category
11 for effectiveness.

Reference

{1} Weir, R.]., and R.S. Fisher, “Toxicelogic
Studies on Borax and Boric Acid,”
Toxicology and Applied Pharmacology,
23:351~364, 1972,

13. One comment requested that 0.25
to 1 percent hydrocortisone be
reclassified as Category I for the
treatment of seborrheic dermatitis. The
conrment asserted that data submitted
to the Panel (Ref. 1) establish the safety
and effectiveness of these
concentrations of hydrocortisone in the
treatment of seborrheic dermatitis,

The data referred to by the comment
were initially submitted to the
Miscellaneous External Panel, but were
not reviewed by the Panel during the
development of its report on OTC
dandruff, seborrheic dermatitis, and
psoriasis drug products. Subseguently,
the agency has reviewed the data and
concludes that these data, together with
the conclusions of the NAS/NRC, Drug
Efficacy Study Group, which were
published in the Federal Register of
April 28, 1671 (36 FR 7882}, support the
general recognition of the safety and
effectiveness of hydrocortiscne in
providing temporary sympiomatic relief
of the inflammation and itching
associated with seborrheic dermatitis
and psoriasis.

Hydrecortisone has been shown to be
beneficial in treating the redness and
itching associated with a wide variety of
dermatoses, and is classified asa
Category I ingredient in the tentative
final monograph for OTC external
analgesic drug products that was
published in the Faderal Register of
February 8, 1983 (48 FR 5852). In that
tentative final monograph, the agency
proposed that 0.25 to 0.5 percent

hydrocortisone be generally recognized .

as safe and effective for OTC use in ;
relieving the symptoms asscciated with
a variety of dermatoses. Because the
symptoms included in that rulemaking,

i.e, itching, irritation, and inflammation,
are very similar to those associated with
seborrheic dermatitis and psoriasis, the
agency believes that it would be more
appropoeriate to amend the teniative
final monograph for OTC external
analgesic drug products to add.
seborrheic dermatitis and psoriasis to
the list of conditions for which
hydrocortisone has been found to be
safe and effective in providing
symptomatic relief ratherthan to
include hydrocortisone as an ingredient
in the tentative final menograph for
OTC dandruff, seborrheic dermatitis,
and psoriasis drug products. In this way,
the various conditions for which
hydrocortisone is considered generally

“recognized as safe and effective for OFC

use will be listed in one monograph.
Therefore, elsewhere in this issue of
the Federal Register, the agency is
proposing to amend the proposed rule
for OTC external analgesic drug
products to include seborrheic
dermatitis and psoriasis as conditions
for which hydrocortisone and y
hydrocortisone acetate have been found
to be safe and effective in providing
symptomatic relief. The agency notes
that the dosage range for hydrocortisone
requested by the comment exceeds that

- proposed for hydrocortisone i the

tentative final monograph for OTC
external analgesic drug products. The
agency will consider the request that
toncentrations of hydrocortisone greater
than 0.5 up to 1 percent be classified as
Category | in developing a final
monograph for OTC external analgesic
drug products.

Reference

(1) OTC Volumes 180061 to 150086, Docket .
No. 82N-0214, Dockets Management Branch.

14. One comment requested that the
agency classify chloroxylenol in
Category I for safety. The cormment
asserted that although the .
Miscellaneous External Panel concluded .
that there was a lack of subchronic data,
the Advisory Review Panel on
Antimicrobial I Drug Products, in its
report on OTC topical antifungal drug
products (47 FR 12535}, considered such
data and concluded that chleroxylenol
is safe for OTC use as a topical
antifungal in concentrations of up {0 3.75
percent. -

Although the Antimicrobial II Panel
concluded that chloroxylens! was safe

-for short-term use {up to 13 weeks), it

expressed concern over the effects that
chronic administration of this drug may
have on the liver (47 FR 12534}, At this
time, the agency is evaluating all’ -
available data on the safety of
chloroxylenol under the rulemsking for
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OTC topical antimicrobial drug products ‘

[Docket No. 756N-0183). The conclusions
reached by the agency on the safety of
topical chloroxylenol under that
rulemaking will also apply to this
rulemaking. Until the evaluation is
completed, chloroxylenol will remain in
Category III in this rulemaking for
safety.

15. On comment requested that
undecylenic acid moneothanolamide
sulfosuccinate sodium salt be
reclassified as Category I for safety in
the treatment of dandruff and seborrheic
dermatitis. The comment argued that
because only one of the six toxicologic
studies submitted on this compound was
cited by the Panel, these safety data do
not appear to have been fully
considered (Refs. 1 through 6}. The
comment suggested that this may have
been due to confusion resulting from the
use of different trade names and
trademarks to identify this same
ingredient in different studies.

The comment further suggested that
the Pane! may have placed undue
emphasis on this compound being an
undecylenate preparation when it might
well be described both chemically and
functionally as a sulfosuccinate, a class
of compounds widely used in skin
contact products in the cosmetic ,
industry. The comment pointed out that
there was no evidence of treatment-
related primary irritation or secondary
sensitization in the efficacy studies
submitted on this compound (Refs. 7 and
8).

The comment added that this
compound has been used in
antidandruff shampoos in Europe and
Canada for over 20 years and has been
used in cosmetic shampoos in the
United States with no reports of skin or
eye irritation or any toxic reaction.

The agency has reviewed the six
toxicologic studies cited by the
comment. These studies include the
following: (1) A 7-day rabbit eye
irritation study in which no signs of
srritation were shown using a 5-percent
solution of this compound (Ref. 1); (2} a
test of various concentraiions of the
compound from 0.39 to 50 percent for
anesthetic effects on rabbit eyes; the
results showed no anethesia was
produced and that significant irritation
- pcocurred only at the 50 percent
concentration (Ref. 2); (3) a guinea pig -
skin sensitization test by the Draize
method which demonstrated that this
compound is not a sensitizer {Ref. 3); (4)
an acute oral toxicity test in rats which
showed an LDs greater than 10 grams
per kilegram {g/kg) (Ref. 4} (5) an acute
toxicity test by subcutaneous injection
in mice which showed an LDso greater
than 2 gfkg (Ref. 6); {6) a subacute

dermal toxicity test in rabbits which
showed mild to.-moderate skin irritation
but no toxicity from application of up to
1.428 milliliters per kilogram (ml/kg]j of a
50-percent concentration of undecylenic
acid monoethanolamide sulfosuccinate
sodium salt daily for 20 days (Ref. 5). In
addition, a high dose {50-percent
conceniration) eye irritation study in
nine rabbits produced cnly one corneal
lesion that had not healed within 7 days.
Mo iris lesions were produced {Ref. 8). In
wview of the above toxicity data and the
long history of use of this compound in
shampoo type products in this and other
countries, the agency concludes that
undecylenic acid monoethanolamide
sulfosuccinate sodium salt is safe for
topical use up to the 2-percent level
recommended by the Panel.

The agency notes, however, that this
compound, although it has been used in
cosmetic shampoos, has never been
marketed in this country for the
treatment of dandruff, psoriasis, or
seborrheic dermatitis, whereas ancther
undecylenate salt, calcium
undecylenate, has been marketed for the
treatment of these conditions. Although
effectiveness testing of this compound is
currently underway [Ref. 10}, this
compound was classified as Category jits
by the Panel for the treatment of
dandruff, psoriasis, or seborrheic
dermatitis. Under agency policy, it may
not be marketed in OTC drug products
for these indications until it has
Category I status in an OTC drug
monograph or is the subject of an
approved application.

Reference

{1) “Acute Eye Irritation Test with 5%
Loramine SBU-185," Consultox Laboratories
Lid., London, unpublished study, Comment
Co018, Docket Number 82N-0214, Dockets
Management Branch.

(2) “Anesthetic Effect on the Eye of 3BU~
185,” Kolmar Research Center, Weisbaden-
Igstadt, unpublished study, Comment C0018,
Docket Number 82N-0214, Dockets

~ Management Branch.

{3) “Skin Sensitization Testing of SBU-
185,” Kolmar Research Center, Weisbaden-
Igstadt, unpublished study, Comment C0018,
Docket Number 82N-0214, Dockets
Management Branch,

(4) “Acute Oral Toxicity Testing in Rats of
SBU-185," Kolmar Research Center,
Weisbaden-Igstadt, unpublished study,
Comment C0018, Docket Number 82N-0214,
Dockets Management Branch.

(5) “Sub Acute Dermal Toxicity Testing in
Rabbits with 8BU-185," Kolmar Research
Center, Weisbaden-Igstadt, unpublished
study, Comment C0018, Docket Number 82N-
0214, Dockets Management Branch.

(6) “Acute Toxicity Test in Mice of SBU-~
185,” Institute for Industrielle und Biologische
Forschung, Steinau, unpublished study,

Comment C0018, Docket Number 8ZN-0214,
Dockets Management Branch.

(7) Lubowe, LL, “The Treatment of
Seborrhea Capitis with Undecylenic
Alkanolamides,” Soap, Perfumery, and
Cosmetics, 35:908, 1962,

{8) Alexander, 8., “Do Shampoos Affect
Dandruif?,” The British Journal of

.Dermatology, 79:92-85, 1967,

{8) “Primary Irritation of Mugus
Membranes with 50% S8U-185,” Kelmar
Research Center, Weisbaden-igstadt,
unpublished study, Comment C0018, Docket
Number 82N-0214, Dockets Management
Branch.

(10} Letter from W.E. Gilbertson, FDA, to
Sherex Chemical Company, Inc., April 12,
1984, Comment LET003, Bocket Number 82N~
0214, Dockets Management Branch.

C. Comments on Labeling

18, Severa! comments argued that
FDA cannot legally and should not, as a
matier of policy, prescribe exclusive
lists of terms from which indications for
use of OTC drug products must be
drawn, thus prohibiting alternative OTC
labeling terminology that is truthful, not
misleading, and intelligible to the
consumer. One comment argued that
such a policy is an unconstitutional
restriction of commercial speech and
exceeds FDA's statutory authority:
Another comment argued that labeling
requirements for OTC drug products can
create no inferences for cosmetics, or for
the cosmetic aspects of the labeling of
those products that are marketed as
cosmetics as well as drugs, for example,
a cosmetic dandruff shampoo (a product
represented both to treat dandruff and
to leave the hair clean and manageable].
The comment asserted that FDA
accepted this principle in the tentative

‘final monograph for OTC skin bleaching

drug products, which was published in
the Federal Register of September 3,
1982 (47 FR 3¢115), where it stated that
“The agency emphasizes that OTC drug
monographs contain appropriate drug
labeling claims to be used on OTC drug
products and do not preclude the use of
acceptable cosmetic claims if the
product is both a drug and a cosmetic.”

Two comments submitted extensive
lists proposing that the following

terminology and “other truthful

statements” be added as asceptable
indications: “fights itching and scalp
fiaking . . .." “reduces itching, irritation,
and skin flaking . . .,”” “controls itching,
redness, and scaling . . .,” “heips
eliminate . . ..” “helps stop. . .~
“wantrols recurrence of . . ., “reduces
recurrence of . . " “helps prevent. . .’
and "fights recurrence of . . " dandruff,
seborrheic dermatitis, and/or psoriasis.
During the course of the OTC drug
review, the agency has maintained that
the terms that may be used in an OTC

]
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drug product's labeling are limited to
those terms included in a final OTC drug
monograph. (This policy has become
known as the “exclusivity policy.”) The
agency’s position has been that it is
necessary to limit the acceptable
labeling language to that developed and
approved through the OTC drug review
process in order to ensure the proper
and safe use of OTC drugs. The agency
has never contended, however, that any
list of terms developed during the course
of the review exhausts all the
possibilities of terms that appropriately
can be used in OTC drug labeling.
Suggestions for additional terms or for
other labeling changes may be
submitied as comments to proposed or
tentative final monographs within the
specified time periods or through
petitions to amend monographs under
§330.10(a)(12). For example, the labeling
proposed in this tentative final
monograph has been expanded and
revised in response to comments
received.

During the course of the review,
FDA's position on the “exclusivity
policy” has been questioned many times
in comments and objections filed in
response to particular proceedings and
in correspondence with the agency. The
agency has also been asked by The
Proprietary Asseciation to reconsider its
position. In a notice published in the
Federal Register of July 2, 1882 (47 FR
28002}, FDA announced that a hearing
would be held to assist the agency in
resolving this issue. On September 29,
1982, FDA conducted an open public
forum at which interested parties
presented their views. The forum was a
legislative type administrative hearing
under 21 CFR Part 15 that was held in
response to & request for a hearing on
the tentative final monographs for
nighttime sleep-aids and stimmlants
{published in the Federal Register of
June 18, 1978; 43 FR 25844},

After considering the testimony
prasented at the hearing and the written
cormaments submitted to the record, in
the Federal Register of April 22, 1985 {50
FR 15810), FDA proposed to-change its
exclusivity policy for the labeling of
OTC drug products. In the Federal
Register of May 1, 1986 (51 FR 18258},
the agency published a final rule
changing the exclusivity policy and
establishing three alternatives for
stating the indications for use in OTC
drug labeling. Under the final rule, the
label and labeling of OTC drug products
are required {o contain in a prominent
and conspicuous location, either (1} the
specific wording on indications for use
established under an OTC drug
monograph, which may appear within a

boxed area designated “APPROVED
USES”; (2} other wording describing
such indications for use that meets the
statutory prohibitions against falge or
misleading labeling, which shall neither
appear within a boxed area nor be
designated “APPROVED USES™; or (3}
the approved monograph language on
indications, which may appear within a
boxed area designated “APPROVED
USES,” plus alternative language
describing indications for use that is not
false or misleading, which shall appear
elsewhere in the labeling. All required
OTC drug labeling other than
indications for use {e.g., statement of
identity, warnings, and directions) must
appear in the specific wording
established under an OTC drug
monograph.

After reviewing the Panel's
recommendations as well as the
extensive list of indications submitied
with the comments, the agency is )
proposing the following indication for
inclusion in the monograph:

(1) (“For relief of* or “Controls”] “the
symptoms of” (select one or more of the
following, as appropriate: “dandruff,”
“seborrheic dermatitis,” and/or
“psoriasis.”) )

{2} The following terms may be used
in place of the words “the symptoms of”
in the indications in paragraph {1] of this
section: (“skin" and/or “scalp,” s
appropriate]} {select one or more of the
following: “itching,” “irritation,”
“redness,” “flaking,” “scaling,”]
“associated with”).

For example, an allowable indication
would read as follows: “For the relief of
scalp itching and flaking associated with
dandruff.” )

The agency believes that these
statements accurately reflect the
indications for use of OTC dandruff,
seborrheic dermatitis, and pseriasis drug
products and provide for the Recessary
flexibility in developing appropriate
indications for the wide range of product
formulations. Other terms suggested by
the comments are examples of truthful .
and nonmisleading language that may
be used elsewhere in the labeling, In this
tentative final monograph, supplemental
language relating to indications has
been proposed and captioned as Gther
Allowable Stotements. Under FDA’s
revised exclusivity policy (51 FR 18258),
such statements are included at the
tentative final stage as examples of
other truthful and nonmisieading
language that would be allowed
elsewhere in the labeling without prier
FDA review. In accordance with the
revised exclusivity policy, such :
statements would not be included in &
final monograph. However, the agency

has decided that, because these
additional terms have been reviewed by
FDA, they should be incorporated,
wherever possible, in final OTC drug
monographs under the heading
“Indications” as part of the indications

 developed under the menograph.

The agency agrees with the comruent
that the labeling restrictions in this
tentative final monograph apply only to
products that fall within the statutory
definition of “drugs” and not to cosmetic
products. This distinction between drugs
and cosmetics is discussed in comment
3 above,

The final monograph will cover only
the drug use of the active ingredients
listed therein. The concentraticn range,
limitations, statements of identity,
indications, warnings, and directions
established for these ingredients in the
menocgraph will not apply to the use of
the same ingredients in products
intended solely as cosmetics. However,
if & product is intended for both drug
and cosmetic use, it must conform to the
requirements of the final monograph. In
addition to the indications allowed for
OTC dandruff, psoriasis, and seborrheic
dermatitis drug products, such products
may also bear appropriate labeling for
cosmetic uses, in conformity with
section 602 of the act (21 U.S.C. 362} and
the provisions of 21 CFR Part 701. In
accordance with the final rule on the
agency’s “exclusivity policy” (51 FR
15258}, it is the agency’s view that
cosmetic claims may not appear within
the boxed area designated “APPROVED

. USEB.” As discussed at 51 FR 15284

(paragraph 14), cosmetic claims may
appear elsewhere in the labeling but not
in the box should manufacturers choose
the labeling alternative provided in

§ 330.1(c}(2) (i) or {iii) for labeling
consmetic/drug products,

17. Two comments argued that
statements which accurately and
effectively identify the product to the
nontechnical consumer should be
acceptable as a statement of identity,
Both comments suggested “antidandruf
{preduct form, such as shampoo)” and
“dandruff {product form)” as aliernative
statements of identity that are truthful,
not misleading, and meaningful to
laymen. :

The agensy agrees that the statements
of identity suggested by the comments
are valid examples of truthful and
nonmisleading labeling, The agency
concludes that these statements of ‘
identity are clearer than those originally
recommended by the Panel and has
incorporated them in this tentative final
monograph as replacements for the
statements of identity recommended by
the Panel. The agenay has also revised
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the statements of identity for seborrheic
dermatitis, psoriasis, and cradle cap
drug products to read as follows:
“geborrheic dermatitis (insert product
form),” “psoriasis (insert product form)”
and “cradle cap {insert product form)”,
18. One comment requested that
provisions be made to allow any
product with more than one applicable
indication to combine those indications
to eliminate duplicate words because of
limited labeling area. The comment
noted that the Panel took this approach
in § 358.750{a}(6) for the statement of
identity declaration. The comment
requested that the following new
paragraph be added to recommended
§ 358.750(b): “The statements of
indications for any product with more
than one indication identified in
paragraph {b) of this section may be

combined to eliminate duplicate words.”

In developing this tentative final
monograph, the agency has revised the
indications statements in a manner that
will avoid duplication. (See comment 18
above.) Because the indications allow
sufficient flexibility, the paragraph
suggested by the comment is
unnecessary.

19. One comment indicated agreement
with the Panel’s statement in its
discussion of labeling that it is
“unacceptable to use any claims related
to product performance unless they can
be substantiated by adequate scientific
data” (47 FR 54655). However, the
comment expressed concern that the
Panel’s comments appear to suggest that
the “adequate scientific data” to support
the validity of such claims as “fast” or
“long acting” should be presented
directly to the consumer in product
labeling. '

‘While the Panel expressed its
convictions that claims related to
product performance are
“unacceptable” unless supported by
scientific data, there was no intention
on the part of the Panel to require that
such data be routinely forwarded to the
public as part of the labeling.

The OTC drug review program
establishes conditions under which OTC
drugs are generally recognized as safe
and effective and not misbranded. Two
principal conditions examined during
the review are allowable ingredients
and allowable labeling. The FDA has.
determined that it is not practical—in
terms of time, resources, and other
considerations—to set standards for all
labeling found in drug products.
Accordingly, OTC drug monographs
regulate only labeling related in a
significant way to the safe and effective
use of covered products by lay persons.
OTC drug monographs establish
-allowable labeling for the foliowing

items: product statement of identity;
names of active ingredients; indications
for use; directions for use; warnings
against unsafe use, side effects, and
adverse reactions; and claims
concerning mechanism of drug action.

As with all OTC drug products,
dandruff, psoriasis, and seborrheic
dermatitis products are expected to
achieve their intended results within a
reasonable period of time. However, the
specific pericd of time within which
these products achieve these results is
pot related in a significant way to the
safe and effective use of the products.
Therefore, terms such as “fast” or “long
acting” are outside the scope of the OTC
drug review.

Such statements or terms will be

-evaluated by the agency on a product-

by-product basis, under the provision of
section 502 of the act {21 U.S.C. 352)
relating to labeling that is false or
misleading. Moreover, any term that is
outside the scope of the review, even
though it is truthful and not misleading,
may not appear in any portion of the
labeling required by the monograph and
may not detract from such required
information. However, terms outside the
scope of the monograph may be
included elsewhere in the labeling,
provided they are not false or
misleading. ‘

"20. A number of comments stated that’
the directions recommended by the

Panel in its monograph were too narrow,

unnecessarily restrictive, and neither
applicable nor adequate for all types of
products and dosage forms covered by
this monograph. Several comments
stated that the Panel had intended to
include dosage forms other than
shampoos and hairgreoms in the
monograph because at 47 FR 54654 the
Panel recognized that dandruff,
seborrheic dermatitis, and psoriasis
preparations were marketed in other
forms. The comments urged that these
other dosage forms be provided for in
the monograph, Two comments
specifically urged simpler and more
general directions and asked that firms
be allowed to include additional
directions for use suitable to their
specific product form. A number of
comments urged that the directions
include provisions for preshampoo and
postshampoo rinse dandruff
formulations as well as bar soap
formulations of coal tar.

Other comments objected to the
Panel’s limitations of “twice-a-week”
usage for antidandruff shampoos. The
comments stated that if consumers are
limited to twice-a-week use of
antidandruff shampoos, it is probable
that they will use a cosmetic shampoo in
between uses of the antidandruff

shampoo because data indicate that
people shampoo more frequently than
twice a week. Thus, if a consumer used
a cosmetic shampdo in conjunction with
the twice-a-week usage of a medicated
shampoo, especially with one where
effectiveness depends on deposition and
retention of the active ingredient, the
consumer may be removing the active
ingredient and, therefore, not achieving
the clinically demonstrated benefit. The
comments recommended that the
directions for antidandruff shampoco
products be revised to either “For best
results, use regularly,” or “For best
results, use at least twice a week.”

The agency agrees that the directions
recornmended by the Panel were too
narrow and would not be applicable or
adequate for all types of products
covered by the monograph. Although
there are a wide variety of formulations
and dosage forms of OTC drug products
for the control of dandruff, seborrheic
dermatitis, and psoriasis, all
formulations and dosage forms fall into
one of three basic groups: products
formulated to be applied and then
washed off after a brief (a few minutes}
exposure (e.g., shampoos, preshampoo
rinses, postshampoo rinses); products
formulated to be applied up to four
times daily and left on the skin or scalp
(e.g., creams, cintments, lotions,
hairgrooms); and products formulated as
soaps, to be used in place of regular
soaps, for the treatment of seborrheic
dermatitis and psoriasis of the skin.
Therefore, to accommodate the various
dosage forms of dandruff, seborrheic
dermatitis, and pscriasis drug products,
the agency is including in the tentative
final monograph cnly brief, required
directions for each of the three basic
groups of product formulations
mentioned above. Manufacturers can
then voluntarily expand and supplement
these required directions with more
detailed instructions applicable to a
particular product formulation and
dosage form. : ~

The directions proposed in this
tentative final menograph are as
follows:

(1) For products containing active

ingredients for the control of dandruff,

seborrheic dermatitis, or psoriasis when
formulated to be applied and then
washed off after brief (a few minules)
exposure {e.g., shampoos, preshampoo
rinses, postshampoo rinses). “For best
reeults use at least twice a week or as
directed by a doctor.”

{2} For products containing active
ingredients for the control of dandruff,
seborrheic dermatitis, or psoriasis when
formulated so as to be applied and left
on the skin or scalp (e.g., creams,
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ointmenis, lotions, hairgrooms), “Apply
to affected areas one to four times daily
or as directed by a doctor.”

{38} For products containing active
ingredients for the control of seborrheic
dermatitis or psoriasis of the skin when
formulated as socps. “Use on affected
areas in place of your regular soap.”

21. Beveral comments requested that
the warning in § 358.750{c){1){iii) be
deleted from the Panel's recommended
monograph. The warning states, “If .
condition worsens or does not imprave
after regular use of this product as
directed, consult a doctor.”

The comments contended that the
warning is inappropriate and
unwarranted for dandruff control drug
products. To support this contention,
they cited the Panel's statement that “if
dandruff is left untreated, the resulting
problems are problems of appearance:
no medical disability will resulf” (47 FR
54652). The comments further argued
that this warning is unnecessarily
aiarming and tends to dilute the value of
the other warnings on dandruff control
drug products. One of the comments
also called attention to the Panel's
statement that misdisgnosing seborrheic
dermatitis of the scalp as dandruff is not
of great consequence because the
treatment for both is generally the same,
nor is harm likely {o follow if the
consumer treats psoriasis with an
antidandruff product {47 FR 54655). The
comment pointed out that the warning in
question was intended to apply to
conditions that affect the body and do
not respond to treatment or that affect a
large area of the body.

Another comment argued that this
warning should be deleted for psoriasis
and seborrheic dermatitis as well as for
dandruff conirol drug products.

The agency agrees that there is no
major medical risk in leaving dandruff
untreated or in misdiagnosing and
treating seborrheic dermatitis or
psoriasis as dandruff for a short period.
However, the warning in question was
intended to ensure that more serious
dermaislogic conditions that do not
respond to treatment with OTC drug
products, either because of the severity
of the condition or because of
misdiagnosis, are treated by a doctor.

The warning alsc serves to alert
individuals whe may be particularly
sensitive or allergic to the product to
discontinue use. Therefore, the warning
is being included in the tentative final
monograph. - .

22, Several comments urged deletion
of the Panel’s recommended warning in
§ 358.750(c}(1){iv}, “Do nétuse on
children under two years of age except
as directed by a doctor,” as

unwarranted and unnecessary for
dandruff control drug products.

One comment cited the Panel’s
statement that because the usual onset
of dandruff is in puberty, children under
2 years of age are unlikely to have
dandraff {47 FR 54851}, Several
commenits cited the long history of safe
marketing and the already adeguate
margin of safety of dandruff control drug
products. Even if the warning were
needed for shampoo-type dandruff
control drug products, one comment
added, it would be unneceasery for
medicated hairgroom products because
the product vehicle and labeling are
directed for use by adolescents and
adults.

Another argument was that the
warning dilutes the impact of more
meaningful warnings and suggests to the
consumer that dandruff control drug
products are inberently unsafe and

‘would preduce unwanted reacticns if

used on young children. One comment
suggested that if the warning is retained
it be reworded to read “Use on children
under 2 years of age only as directed by
a (health professional, or physician or
doctor).”

The agency agrees with the comments
that the margin of safety of dandruff
control drug products is sufficiently
great that the cccasional exposure of
young children to these products should
not constitute any major medical
problem. In addition, the likelihood of
children being exposed to the product is
extremely small because children 2
vears of age or less are not normally
subject to dandruff and consequently do
not customarily use thess products. The
warning against use by children under 2
years of age is therefore unnecessary
and it is not being included in the
tentative final monograph.

23. One comment subjected to the
Panel's recommended warning is
§ 358.750(c){13(ii) “Avoid contact with
the eyes, if this happens, rinse

thoroughly with water” as unnecessary

for antidandruff hair groom sintments
intended for application to the scalp.
The comment argued that this warning
is unnecessary for antidandruff hair
groom ointments because the essentially
solid form of such products will not run
into the eyes and cannot be accidently
splashed or poured into the eyes. The
comment stated that this request for
deletion of the warning is consistent
with the agency’s position taken in
regard to lip balm products at 48 FR
6829. (See the tentative final monograph
for OTC skin protectant drug products
published in the Federal Regisier of
February 15, 1983; 48 FR 6820.)

The agency agrees that there is less

- risk of eye contact with the ointment

desage form than with shampoos.
However, because the ointment must be
applied and rubbed by hand there is the
likelthood that the product cen be
transferred to the eye if the eyes are
touched or rubbed or if contact lenses
are touched before the hands are
cleaned. The warning in guestion is
based primarily on the eye irritation
potential of the ingredients in these
producis, not on the dosage form. While
an exception io a similar warning was
made for lip balm products, that
exception was made in part because lip
balms are not only & solid dosage form,
but are usually packaged in dispensing
containers or holders that avoid all
direct contact between the product and
the hands. Antidandraff hair groem
ointments are not packaged in a similar
manner. The agency concludes,
therefore, that the warning to avoid eye
contact is justified for antidandruff hair
groom ointments, and it is being
proposed in thig tentative final
monograph.

Z4. One comment recommended that
the warnings for cosl tar products in
preposed § 358.750{c){2}(i} “Use caution
in exposing skin to sunlight after
applying this product. It may increase”
your tendency to sunburn for up to 24
hours afier epplication” and
§ 358.750{c}{2}ii} "Do not use this
product in or around the rectum or in the
genital area or groin except on the
advice of a doctor” be applied only te
products formulated for use on the body
or for use as a hair groom. The comment
argued that the warnings are
inappropriate for shampoos ‘which are
applied only to the scalp and rinsed off
within a few minutes. The comment also
mentioned that the Panel had
recommended that these warnings apply
to “coal tar products for use on the body
in the event that such products are
included in the monograph” {47 FR
54658).

As the Panel stated in its report (47 FR
54857}, coal tar has been shown to
produce photosensitivity reactions.
Although shampoos remain on the hair
and scalp for a short exposure period,
residual amounts of the drug will remain
on the scalp and hair and could increase
the likelihood of a photosensitive
reaction. Therefore, the agency agrees
with the Panel's recommended warning
and it is being proposed in this tentative
final monograph. ‘ ‘

With reapect to the second warning
cautioning against use of the product in
or arcund the rectum, genital area, or
groin, the agency agrees that the
warning is inappropriate for
formulations intended to be applied and
washed off after brief exposure (e.g.,



27356

Federal Register / Vol. 51, No. 146 / Wednesday, July 30, 1986 / Proposed Rules

shampoos, preshampoo rinses, post

shampoo rinses). Therefore, the warning

cautioning against use of coal tar
products in or around the rectum, genital
area, or groin is being proposed in this
tentative final monograph only for
formulations of coal tar that are
intended to be applied and left on the
skin.

25, Several comments objected to the
recommended warning in § 358.750{c}(3)
for selenium sulfide-containing products,
“Do not use if you have open sores on
your scalp.” One comment referred to
the statement, “Comparatively little
absorption occurs after local application
of selenium sulfide to normal skin, but
the drug is absorbed more readily from
inflamed or damaged epithelium” {Ref.
1), which the Panel used to support the
need for such a warning. The comment
maintained that this statement is
“yirtually a truism,” in that most drugs
are more readily absorbed through
damaged skin that intact skin.
Therefore, the comment concluded there
is no reason why selenium sulfide
should be treated differently from any
other antidandruff drug in this respect.

One comment stated that the warning
is not necessary because the amount of
selenium absorbed would not present a
health hazard. The comment argued that
the low selenium content in OTC
dandruff shampoos, together with the
short time the product is on the scalp
before being rinsed off, would expose
the consumer to only a minute fraction
of the USDA Recommended Daily
Allowance (RDA) for selenium of 50 to
200 mg/day. The comment added that
the irritation caused by the contact of
detergent in a shampoo with an open
sore would discourage repeated
application.

A reply comment agreed with the
second comment above and also cited
an unpublished study in which New
Zealand rabbits showed no absorption
of selenium above normal dietary levels
after application of 2 ml per kg of 1
percent selenium sulfide to abraded and
unabraded skin (Ref. 2). Selenium blood -

levels were measured before application

of formulation and 30 minutes and 4
hours after application. The comment
argued that millions of ounces of 1
percent selenium sulfide shampoo have
been sold OTC since 1871, and that the
only incidence of selenium toxicity in
humans cited by the Panel was a report
by Ransone et al. {Ref. 3) of one patient
developing symptoms of selenium
toxicity after using a prescription
product containing 2.5 percent selenium
sulfide in-1961. The comment '
maintained that there are no actual data
to support such a warning and that

conjecture alone, in the absence of
factual evidence to the contrary, should
not be sufficient to establish the need
for an “open sore” warning statement on
1 percent selenium sulfide.

The agency has reviewed the data and
argumentis submitted by the comments.
The agency acknowledges that there
appears to be only one case report of
selenium toxicity (Ref. 3), which
occurred with a prescription product
that was 2% times more potent than the
product covered by this rulemaking. In
view of the widespread use of the one
percent concentration product with no

-reports of selenium toxicity, the agency

agrees with the comments that the
warning in § 358.750(c)(3) cannot be
justified for products containing 1
percent selenium sulfide. Therefore, the
warning is not being included in this
tentative final monograph.
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D. Comments on Combinations

26. Several comments noted the
Panel’s failure to establish a clear
combination policy and requested the
agency to recognize combinations of two
ingredients from different therapeutic
categories that are effective for the same
condition. Two of the comments cited
the General Guidelines for OTC Drug
Combination Products dated September
1978 (Ref. 1), as support for their request
that these combinations be allowed. The
comments specifically asked that the
combination of coal tar and salicylic
acid for the treatment of psoriasis be
recognized as Category 1. One comment
pointed out that although the mechanism
of action for coal tar is not clearly
knowm it is obviously different from
that of salicylic acid. Thus, these two
ingredients would clearly meet the
general combination guidelines for
ingredients from dxfferent therapeutic
categories.

A number of comments also urged the
agency to recognize combinations of
ingredients from different therapeutic
categories to treat different concomitant
symptoms. The comments faulted the
Panel for not allowing combinations of
ingredients to treat dandruff, psomasxs,
and seborrheic dermatitis with
ingredients that provide symptomatic

relief of dryness, itching, and
inflammation frequently associated with
these conditions. The comments
requested that the agency recognize
Category I antipruritics, for relief of
itching, and Category I skin protectants,

. for relief of dry flaking skin, as rational

combinations with Category I
ingredients for the control and treatment
of dandruff, seborrheic dermatitis, and
psoriasis. The comments specifically
requested the agency to recognize as
Category I the following combinations:
coal tar and salicylic acid; coal tar and
hydrocortisone; coal tar and allantoin;
coal tar and benzocaine; coal tar and
menthol; sulfur and menthol; and coal
tar, salicylic acid, and benzocaine.

The agency agrees with the comments

. that it is rational and consistent with the

General Guidelines for OTC Drug
Combination Products {Ref. 1) to allow
ingredients from different therapeutic
categories, to be combined to treat
different concomitant symptoms.
However, in the case of the
combinations mentiocned by the
comments, the symptoms that would be
treated by the various ingredients are
not clearly different. For example,
although an antipruritic could relieve the
itching associated with dandruff,
seborrheic dermatitis, or psoriasis, the
dandruff/seborrheic dermatitis/
psoriasis ingredients are also capable of
relieving the same symptom.

The General Guidelines for OTC Drug
Combination Prodicts state that
combination OTC drug products must
also conform to the requirements of the
general OTC drug regulations,
specifically 21 CFR 330.10(a}(4){iv}.
which require that each active
ingredient in a combination make a
contribution to the claimed effect. In the
combinations mentioned by the
comments, because the ingredients are
capable of relieving the same symptoms,
the contribution would need to be a
demonstration that combination is
somehow better than the individual
ingredients used alone, e.g., the '
symptoms are relieved sooner, or the
combination provides greater relief in
reducing the severity of the symptoms.

The Panel did not find the data
submitted to it to be adequate to
establish general recognition of the
effectiveness of such combinations, and
the comments did not submit any
additional data. Because the
contribution of the ingredients in the
combinations mentioned by the

. gomments has not been adequately

demonstrated, the agency is not
including these combinations in the
tentative final monograph.
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27. One comment objected to the
Panel’'s conglusion that*. . , any
combinaticn product containing a
Category Il ingredient is Category IL.”
The comment coniended that agents
listed as Category II single ingredients
may possibly be more effective in
combination and that the action of each
agent may complement the other so that
the resulting combination is safe and
effective. The comment specifically
asked for reconsideration of a
combination of phenol and sodium
chloride for pscriasis of the scalp so that
this combination is not forced off the
market,

‘The agency agrees with the comments
that there may be circumstances in
which an ingredient may not be
appropriate for use as a single
ingredient but may be appropriate in a
combination product. Paragraph 5 of the
agency's General Guidelines for OTC
Drug Combination Products {Ref. 1)
states: “In some cases an ingredient may
be appropriate for use cnly in a specific
combination or data may be available
only to support the use of the ingredient
in combinations but not as a single
ingredient. In such cases the ingredient
will be placed in Category I only in
permissible combinations and not as a
single ingredient.”

With respect to the comment’s request

chat the agency reconsider the
classification of pheno! and sodium
chloride for psoriasis of the scalp, the
agency notes that the data submitted to
the Panel did not show any contribution
of the sedium chloride to the
combination of phenol and sodium
chloride, nor were any additional data
submitted with the comment. Should
such data become available, the agency
would consider classification of such a
combination.
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I1. The Agency’s Tentative Adoption of
the Panel’s Report

A. Summary of Ingredient Categories
and Testing of Category Il and Category
Iil Conditions

1. Summary of Ingredient Categories

The agency has reviewed all claimed
active ingredients submitted to the

" Benzethonium | i)

© Metny!

Panel, as well as other data and
information available at this time, and
has made some changes in the
categorization of dandruff, seborrheic
dermatitis, and psoriasis active
ingredients recommended by the Panel.
As a convenience to the reader, the
following list is included as a summary
of the categorization of dandruff,
seborrheic dermatitis, and paoriasis
active ingredients and uses
recommended by the Panel and the
proposed categorization by the agency.

CATEGORIZATION OF INGREDIENTS

Panel
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phenolate
sodium.
Pine tar
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! C=Cradie cap, D=Dandruff, S=Seborrheic dermatitis,
P=Psoriasis

?The Panel classified coal tar in Category | for use in a
shampoo only and in Category i for other uses.

S Indications for hydrocortisone preparations for seborrhaic
dermatitis and psoriasis are being included in the ruleraking
for OTC extemnal analgesic drug products (See proposed rule
published eisewhere In this issue of the Federal Register.)
Hydrocortisons prepazations remain in Category il for the
treatment of dandruff.

4 This tentative finaf monogiaph containg labeling. for
“cradle -cap” even though no ingredients are included in
Category | for this use at this time. In the event that new

data submitted to the agency during the allotted 12-month .

comment and new data pericd are not sufficient to establish

monograph conditions” for this use, it will not be included in
the final monograph,

2. Testing of Category I and Category III
Conditions ‘

Interested persons may communicate

. with the agency about the submission of

data and information to demonstrate the
safety or effectiveness of any dandruff,
seborrheic dermatitis, and psoriasis
ingredient or condition included in the
review by following the procedures
ocutlined in the agency’s policy statement
published in the Federal Register of
September 29, 1981 (48 FR 47740) and
clarified April 1, 1883 (48 FR 14050). That
policy statement includes precedures. for
the submission and review of proposed
protocols, agency meetings with
industry or other interested persons, and
agency communications on submitted
test data and other information.

B. Summary of the Agency’s Changes in
the Punel’s Recommendations

FDA has considered the comments
and cther relevant information and
concludes that it will tentatively adopt
the Panel’s report and recommended
monograph with the changes described
in FDA’S responses to the comments
above and with other changes described
in the summary below. A summary of
the changes made by the agency
follows.

1. Because of the number of changes
that have been made, as summarized
below, many of the section and
paragraph numbers have been
redesignated in this tentative final
monograph,

2. The agency has classified coal tar
in Category I for use in dandruff,
seborrheic dermatitis, and psoriasis and
added the following warnings: (1) “Do
not use for prolonged periods without
consulting a doctor.” (2) “Do not use this
product with other forms of psoriasis
therapy such as ultraviolet radiation or
prescripion drugs unless directed to do
80 by a doctor.” (See comment 5.)

3. The agency has proposed standards
for coal tar preparations in this tentative
final monograph. (See comment 7.)

4. The agency has changed the terms
in the definitions section of the
monograph and added additional
information to better describe the
conditions under consideration,

5. A seborrheic dermatitis indication
has been proposed for selenium sulfide
in the tentative final monograph. (See
comment 8.)

6. The lower limit of the concentration
range of pyrithione zinc in formulations
intended to be applied and washed off
after a brief exposure has been revised
from 1 percent to 0.95 percent. The
monograph alsa proposes that the
concentration range for formulations
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intended to remain on the scalp is 0.1 to
0.25 percent. (See comments 10 and 11.)

7. An indication for hydrocortisone for
the symptomatic relief of seborrheic
dermatitis and psoriasis is being
proposed elsewhere in this issue of the
Federal Register for inclusion in the
rulemaking for OTC external analgesic
drug products {21 CFR Part 348].
Hydrocortisone is not being included in
the rulemaking for OTC dandruff,
seborrheic dermatitis, and psoriasis drug
products to avoid duplication and
overlap between rulemakings. {See
comment 13.] :

8. The agency has modified the
indications statements to provide for
greater flexibility in developing
indications for the wide range of product
formulations. Other allowable
statements have been included in this
tentative final monograph under the
heading Other Allowable Statements.
{See comment 18.)

9, The statement of identity for
dandruff preparations has been changed
to read “dandruff (insert product form)”
or “antidandruff {insert product form)”.
The statements of identity for seborrheic
dermatitis, psoriasis, and cradie cap
products have been gimilarily revised.
(See comment 17.} :

10. The agency has clarified the
directions for use in this tentative final
monograph to accommodate the various
dosage forms of dandruff, seborrheic
dermatitis, and psoriasis drug products.
(See comment 20.] -

11. The agency has not included the
warning “Do not use on children under
two years of age except as directed by a
doctor” in this tentative final
monograph. (See comment 22.}

12. The agency has not included the
warning “Do not use if you have open
sores on your scalp” for selenium sulfide
in this tentative final monograph. (See
comment 25.) : )

13. In an effort to simplify OTC drug
labeling, the agency proposed in a
number of tentative final monographs to
subsatitute the word “doctor” for
“physician” in OTC drug menographs on
the basis that the word “doctor” is more
commonly used and better understood
by consumers. Based on comments
received to these proposals, the agency -
has determined that final monographs
and any applicable OTC drug
regulations will give manufacturers the
option of using either the word
“physician” or the word “doctor.” This
tentative final monograph proposes that
option.

The agency has examined the
economic conseguences.of this proposed
rulemaking in conjunction with other
rules resulting from the OTC drug - .
review. In a notice published in the

Federal Register of February 8, 1983 {48

_FR 5806), the agency anncunced the

availability of an assessment of these
economic impacts. The assessment
determined that the combined impacts
of all the rules resuiting from the OTC
drug review do not constitute a major
rule according to the criteria established
by Executive Order 12291. The zgency
therefore concludes that no one of these
rules, including this proposed rule for
OTC dandruff, seborrheic dermatitis,
and psoriasis drug products, is 2 major
rule.

The economic assessment also
concluded that the overall OTC drug
review was not likely to have a
significant economic impact on a
substantial number of small entities as
defined in the Regulatory Flexibility Act,
Public Law 95-354. That assessment
included a discretionary Regulatory
Flexibility Analysis in the event that an
individual rule might impose an unusual
or disproportionate impact on small
entities. However, this particular
rulemaking for OTC dandruff,
seborrheic dermatitis, and psoriasis drug
products is not expected to pose such an

-impact on small businesses. Therefore,

the agency certifies that this proposed
rule, if implemented, will not have a
significant economic impact on a
substantial number of small entities.

The agency invited public comment in
the advance notice of proposed
rulemeking regarding any impact that
this rulemaking would have on OTC
dandruff, seborrheic dermatitis, and
psoriasis drug products. No comments
on economic impacts were received.
Any comments on the agency’s initial
determination of the economic
consequences of this proposed
rulemaking should be submitted by
November 28, 1986. The agency will
evaluate any comments and supporting
data that are received and will reassess
the economic impact of this rulemaking
in the preamble to the final rule.

The agency has determined that under
21 CFR 25.24(c)(8) (April 26, 1985; 50 FR

. 16638) that this action is of a type that

does not individually or cumulatively
have a significant effect on the human
environment. Therefore, neither an
environmental assessment nor an
environmental impact statement is
required. .
Interested persons may, on or before
September 28, 1986, submit to the
Dockets Management Branch (HF A~
305), Focd and Drug Administration, Rm.
4-62, 5600 Fishers Lane, Rockville, MD
20857, written comments, objections, or
requests for oral hearing before the
Commissioner on the proposed -
regulation. A request for an oral hearing
must specify points to be covered and

time requested. Written comments on
the agency’s economic impact
determination may be submitted on or
before November 28, 1988. Three copies
of all comments, cbjections, and
requests are to be submitted, except that
individuals may submit one copy.
Comments, objections, and requests are
to be identified with the docket number
found in brackets in the heading of this
document and may be accompanied by
a supporting memorandum or brief.
Comiments, objections, and requests
may be seen in the office above between
g a.m. and 4 p.m., Monday through :
Friday. Any scheduled oral hearing will
be announced in the Federal Register.

Interested persens, on or before July
30, 1987, may alsc submit in writing new
data demonstrating the safety and
effectiveness of those conditions not
classified in Category L. Written
comments on the new data may be
submitted on or before September 30,
1987. These dates are consisient with
the time periods specified in the
agency’s final rule revising the
procedural regulations for reviewing and
classifying OTC drugs, published in the
Federal Register of September 29, 1981
(46 FR 47730). Three copies of all data
and comments on the data are to be
submitted, except that individuals may
submit ene copy, and all data and
comments are to be identified with the
docket number found in brackets in the
heading of this decument. Data and
comments should be addressed to the
Dockets Management Branch (HFA-305]
{address above). Received data and
comments may alsc be seen in the office
above between 8 a.m. and 4 p.m.,
Monday through Friday.

In establishing a final monograph, the
agency will ordinarily consider only
data submitted prior to the closing of the
administrative record on September 30,
1987. Data submitied after the closing of
the administrative record will be
reviewed by the agency only after a
final monograph is published in the
Federal Register, unless the

Commissioner finds good cause has

been shown that warrante earlier
consideration.

List of Subjects in 21 CFR Part 358

OTC drugs; Corn and callus remeover
drug products; Dandruff, seborrheic
dermatitis, and psoriasis drug products;
Ingrown toenail relief drug products,
Nailbiting and thumbsucking deterrent
drug products; Pediculicide drug
products; Skin bleaching drug products; -
and Wart remover drug products.

Therefore, under the Federal Food,
Drug, and Cosmetic Act and the
Administrative Procedure Act; it is
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proposed that Subchapter D of Chapter I
of Title 21 of the Code of Federal
Regulations be amended by adding a
new Part 358 consisting at this time of
Subpart H, to read as follows:

PART 358—MISCELLANEQUS
EXTERNAL DRUG PRODUCTS FOR
OVER-THE-COUNTER HUMAN USE

Subpart H—Drug Products for the Control
of Dandruff, Seborrhele Dermatitis, and
Psoriasis

Sec.

- 358.701 Scope.

358.703 Definitions.

358.710 Active ingredients for the control of
dandruff, seborrheic dermatitis, or
psoriasis.

358.712 Active ingredients for the control of
cradle cap. [Reserved]

358.720 Permitted combinations of active
ingredients.

358.756 Labeling of drug products for the
control of dandruff, seborrheic
dermatitis, or psoriasis.

358.752 Labeling of drug products for the
control of cradie cap.

Authority: Secs. 201{p), 502, 505, 701, 52
Stat. 1041-1042 as amended, 1050-1053 as
amended, 1055-1056 as amended by 70 Stat.
919 and 72 Stat. 948 (21 U.S.C. 321(p), 352, 355,
371); 5 U.S.C. 553; 21 CFR 5.11.

Subpart H—Drug Products for the
Control of Dandruff, Seborrheic
Dermatitis, and Psoriasis

; § 358.701 Scope.

(&) An over-the-counter dandruff,
seborrheic dermatitis, or psoriasis drug
product in a form suitable for topical
application is generally recognized as
safe and effective and is not misbrandad
if it meets each condition in this subpart
and each general condition established
in § 330.1.

(b} References in this subpart to
regulatory sections of the Code of
Federal Regulations are to Chapter I of
Title 21 unless otherwise noted.

§ 358.703 Definitions.

As used in this subpart:

{a) Coal tar. The tar used for medical
-purposes that is obtained as a byproduct

during the destructive distillation of
bituminous coal at temperatures in the
range of 800° C to 1100° C. It may be
further processed using either extraction
with alcohol and suitable dispersing
agents and maceration times or
fractional distillation with or without
the use of suitable organic solvents. The
concentration of the coal tar portion of
the final product should be in a relative
concentration range of 0.5 to 5 percent
coal tar. :

{b) Cradle cap. Infantile seborrheic
dermatitis.

(c) Dandruff. A condition involving an
increase rate of shedding of dead
epidermal cells of the scalp.

(d) Psoriasis. A condition of the scalp
or body characterized by irritation,
itching, redness, and extreme excess
shedding of dead epidermal cells.

(e) Seborrheic dermatitis. A condition
of the scalp or body characterized by
irritation, itching, redness, and excess
shedding of dead epidermal cells.

§358.710 Active ingredients for the
control or dandruff, seborrheic dermatitls,
or psoriasis.

The active ingredient of the product
consists of any of the following within
the specified concentration established
for each ingredient:

(a) Active ingredienss for the control
of dandruff.

{1) Coal tar, 0.5 to 5 percent,

{2) Pyrithione zinc, 0.85 to 2 percent
when formulated to be applied and then
washed off after brief exposure.

{3) Pyrithione zinc, 0.1 to 0.25 percent
when formulated to be applied and left
on the skin or scalp.

(4) Salicylic acid, 1.8 to 3 percent.

(5} Selenium sulfide, 1 percent.

(8) Sulfur, 2 to 5 percent.

(b) Active ingredients for the control
of seborrheic dermatiiis.

(1) Coal tar, 0.5 to 5 percent.

(2) Pyrithione zinc, 0.95 to 2 percent
when formulated to be applied and then
washed off after brief exposure.

(8} Pyrithione zinc, 0.1 to 0.25 percent
when formulated to be applied and left .
on the skin or scalp.

{4) Salicylic acid, 1.8 to 3 percent.

(5) Selenium sulfide, 1 percent.

{c} Active ingredients for the control
of psoriasis.

(1) Coal tar, 0.5 to 5 percent.

{2} Salicylic acid, 1.8 to 3 percent.

§358.712 Active ingrecients for the
control of cradie cap. [Reservad]

§358.720 Permitted combinations of
active ingredients.

Salicylic acid identified in
§ 358.710(a){4) may be combined with
sulfur identified in § 358.716{a)(6)
provided each ingredient is present
within the established congentration
and the product is labeled for the
control of dandruff,

§358.760 Labeling of drug products for
the control of dandruff, seborrheic -
dermatitis, or psoriasls,

(2} Statement of identity. The labeling
of the product contains the established
name of the drug, if any, and identifies
the product with one or more of the
following as appropriate;

(1) "Dandruff {insert product form)” or
“antidandruff (insert product form)”.,
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{2) “Seborrheic dermatitis (insert
product form)”. ;

(3) “Psoriasis (insert product form)",

(b} Indications. The labeling of the
product states, under the heading
“Indications,” any of the phrases listed
in this paragraph. Other truthful and
nonmisleading statements, describing
only the indications for use that have
been established and listed below, may
also be used, as provided in
§ 330.1(c}(2), subject to the provisions of
section 502 of the act relating to
misbranding and the prohibition in
section 301(d) of the act against the
introduction or delivery for introduction
into interstate commerce of unapproved
new drugs in violation of section 505(a)
of the act.

{1} (“For relief of’ or “Controls™) “the
symptoms of”’ {sslect one or more of the
foliowing, as appropriate: “dandruff,”
“seborrheic dermatitis,” and/or
“psoriasis.”) v

{2) The following terms may be used
in place of the words “the symptoms of**
in the indications in paragraph (1) of this
section: (“skin” and/or “scalp,” as
appropriate) (select one or more of the
following: “itching,” “irritation,”
“redness,” “flaking,” “scaling,”)
“associated with”). )

{c}) Warnings. The labeling of the
product contains the following warnings
ander the heading *“Warnings":

(1) For producis containing any
ingredient identified in § 358.710. (i) “For
external use only.”

(i) “Avoid contact with the eyes—if
this happens, rinse thoroughly with
water.” :

(iii) “If condition worsens or does not
improve after regular use of this product
as directed, consult a doctor.”

-{2) For any product containing coal
tar identified in § 358.710(a), (b), or (c).
{i} “Use caution in exposing skin to
sunlight after applying this product, It
may increase your tendency to sunburn
for up to 24 hours after application.”

{i1} “Do not use for prolonged periods
without consulting a doctor.”

{3} For products containing coal tar
when formulated to be applied and left
on the skin (e.g., creams, ointments,
letions). “Do not use this product in or
arcund the rectum or'in the genital area
or groin except on the advice of a
doctor.” ‘

{4) For products containing coal tar
identified in § 358.710(c} for the control
of psoriasis. “Do not use this product
with other forms of psoriasis therapy
such as ultraviolet radiation or
prescription drugs unless directed to do
s0 by a doctor.”

(5) For products containing any
ingredient identified in § 358.716(b) or
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{c] for the control of seborrheic
dermatitis or psoriasis. “If condition
covers a large area of the body, consult
your doctor before using this product.”

(d) Directions. The labeling of the
product contains the following
information under the heading |
“Directions”. More detailed directions
applicable to a particular product

. formulation may alsc be included.

(1) For products containing active
ingredients for the control of dandruff,
seborrheic dermatilis, or psoriasis when
formulated to be applied and then
washed off after brief (a few minutes)
exposure (e.g., shampoos, preshampoo
rinses, postshampoo rinses). “For best
results use at least twice a week or as
directed by a doctor.”

(2) For products containing active
ingredients for the control of dandruff,
seborrheic dermatitis, or psoriasis when
formulated so as to be applied and left
on the skin or scalp {e.g., creams,
ointments, lotions, hairgrooms). “Apply
to affected areas one to four times daily
or as directed by a doctor.”

(3) For products containing active

- ingredients for the control of seborrheic
-dermatitis or psoriasis of the skin when
formu]ated as soaps. “Use on affected
areas in place of your regualr soap.”

(e} The word “physician” may be
substituted for the word “doctor” in any
of the labeling statements in this
section.

(f) Other ailowable statements. The
following phrases are considered
truthful and nonmisleading and may be
used elsewhere in the labeling in place
of the term “For the relief of” or
“Controls” in the indication statements
identified in paragraph (b} of this
section: “fights,” “reduces,” “helps
eliminate,” “helps stop,” “controls
recurrence of,” “fights recurrence of,”
“helps prevent recurrence of,” "reduces
recurrence of,” “helps eliminate
recurrence of,” “helps step TECUITEnse

f "

§ 358.752 Labefing of drug products for
the control of cradle cap.

(a) Statement of identity. The labeling
of the product contains the established
name of the dmg, if any, and identifies
the product as “cradle cap (insert
product form).”

(b] Indications. The labeling of the
product states, under the heading
“Indications,” the fellowing: “Relieves
scaly inflammation of the scalp
associated with cradle cap.” Other
truthful and nonmisleading statements,
describing only the indications for use
that have been established and listed . -

above, may also be used, as provided in
§ 330.1{c}{2), subjeci to the provisions in -

section 502 of the act relating to

misbranding and the prohibition in
section 301(d) of the act against the
introduction or delivery for introduction
into interstate commerce of unapproved
new drugs in violation of section 505(8]
of the act.

(c} Warnings. The labeling of the
product contains the following warnings
under the heading *“Warnings™:

(1) “For external use only.”

(2] “Avoid contact with the eyes—if
this happens, rinse thoroughly with
water.”

- (3} “If condition worsens or does not
improve after regular use of this product
as directed, consult a doctor.”

(d) Directions. [Reserved]

(e} The word “physician” may be
substituted for the wold “doctor” in any
of the labeling statements in this
section.

Dated: May 3, 1988.
Frank E. Young,
Commissioner of Food and Drugs.
[FR Doc. 86-17040 Filed 7-29-86; 8:45 am]

BIL.LING CODE 4180~-01-M

21 CFR Part 348
[Docket Mo. 78N-0301]

External Analgesic Drug Products for
Over-the-Counter Human Use;
Amendment te Tentative Final
Monograph

AGENCY: Food and Drug Administration.

acnion: Further notice of proposed
rulemnaking.

sumeany: The Food and Drug
Administration (FDAJ} is issuing a notice
of proposed rulemaking in the form of an
amended tentative final monograph that
modifies the indications for which over-
the-counter {OTC) hydrocortisone-
containing exiernal analgesic drug
products are generally recognized as
safe and effective and not mlsbmnded
by adding an indication for use in the
symptomatic treatment of seborrheic
dermatitis and psoriasis. FDA is issuing
this notice of proposed rulemaking after
considering the report and
recommendations of the Advisory
Review Panel on OTC Miscellaneous
External Drug Products and public
comments on the advance notice of
proposed rulemaking for OTC dandruff,
seborrheic dermatitis, and psoriasis drug
products that was based on those
recommendations. The agency’s
proposal concerning OTC dandruff,
seborrheic dermatitis, and psoriasis dmg
products is being published elsewhere in
this issue of the Federal Register. These
propasals are part of the ongoing review

of OTC drug products conducted by
FDA.

DATES: Writien comments objections, or
requests for oral hearing on the
proposed regulation before the
Commissioner of Food and Drugs by
September 29, 1988. New data by July 30,
1987. Cominents on the new data by
September 30, 1587. These dates are
consistent with the time periods
specified in the agency's revised
procedural regulations for reviewing and
classifying OTC drugs (21 CFR 330.10}.
Written comments on the agency’s
economic impact determination by
November 28, 1986.

ADDRESS: Written comments, objections,
new data, or requests for oral hearing to
the Dockets Management Branch (HFA-
305), Food and Drug Administration, Rm.
4-82, 5600 Fishers Lane, Rockvxlie.
20857.

FOR FURTHER INFORMATION CONTACT:
William E. Gilberison, Center for Drugs
and Biologics (HFN-210), Food and Drug
Administration, 5600 Fishers Lane,
Rockville, MDD 20857, 301-295-8000.

SUPPLEMENTARY INFORMATION: In the
Federal Register of December 4, 1979 (44
FR 69768), FDA published, under

§ 330.10{a)(6) {21 CFR 330.10(a)(6}}. an
advance notice of proposed rulemaking
to establish a monograph for OTC
external analgesic drug products,
together with the recommendations of
the Advisory Review Panel on OTC
Topical Analgesic, Antitheumatic, Otic,
Burn, and Sunburn Prevention and
Treatment Drug Products (Topical
Analgesic Panel), which was the
advisory review panel responsible for
evaluating data on the aciive ingredients
in these drug classes. Interested persons
were invited to submit commenis by
March 8, 1960. Reply comments in
reponse to comments filed in the initial
comment period could be submitted by
April 3, 1980.

The agency’s propesed regulation, in
the form of a tentative final monograph,
for OTC external analgesic drug
products was published in the Federal
Register of February 8, 1983 (48 FR 5852.]

In the Federal Register of December 3,
1982 (47 FR 54648}, FDA published,
under § 330.10{a){8} (21 CFR
330.10(a)(6}}, an advance notice of
proposed rulemaking to establish a
monograph for OTC dandruff,
seborrheic dermatitis, and psoriasis drug
products, together with the
recommendations of the Advisory
Review Panel on OTC Miscellaneous
External Drug Products (Miscellanecus
External Panel}, which was the advisory
review panel responsible for evaluating
data on the active ingredients in thess





